Text S1: Description of model validation scores.
Procheck analysis revealed that 90. 4 and 90.2% of residues of HCTR1 and HCTR2, respectively, fall under the most favored region of the Ramachandran plot ( Figure S1 ). The overall G-factors of HCTR1 and HCTR2 were 0.19 and -0.14 (well below the cut-off score of 0.5) ( Table 1) . No residues were found within the disallowed region of the plot, indicating good stereo-chemical quality. The ERRAT scores of HCTR1 and HCTR2 were 71.38 and 78.9%, respectively, which are far greater than the cut-off 50% [1] . ERRAT provides accuracy of the non-bonded atomic contacts. The Verify 3D scores of HCTR1 and HCTR2 were 95.81 and 94.97%, respectively, which are greater than the cut-off value of 80% [2] , indicating the built models are of good qualities. The ProSA z-scores of the models were highly correlated with their templates, indicating good quality [3] (Table 1 and Figure S1 ). Further evaluation of the models is summarized in Table 1 , suggesting the validation scores are highly comparable with or better than templates. [4] , PLP (PLP1, and PLP2) [5] and knowledge-based scoring functions like Jain (Jain 1996) [6] , PMF (PMF and PMF04) [7, 8] along with energy functions CDOCKER ENERGY, CDOCKER_Interaction Energy [9] was used to rank NADPH poses within HCTRs (Supporting information Table S4 ). The top candidate binders from the best selected 10 poses, as judged by consensus scoring, were used for further enzyme-cofactor molecular dynamics studies. The intermolecular interactions of HC-toxin with (A) HCTR1-NADPH and (B) HCTR2-NADPH docked complexes. The image was generated using LigPlot+ software; HC-Toxin is shown in magenta; H-bond forming amino acids are labeled in green, and the hydrophobic contacts are labeled in light blue half circles.
Supplementary Tables Table S1
The atomic composition of the HCTRs-NADPH simulation systems. 
Table S4
The consensus scoring scheme used for various poses of the best 10 poses of cofactor NADPH with modelled (A) HCTR1 and (B) HCTR2. Ligand poses are scored using score ligand poses protocol in 
